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Further benefits of lowering the incidence of adverse 
effects include an improvement in patient compliance, a 
reduction in the number of hospitalizations needed for 
the treatment of adverse effects, and a reduction in the 
5 administration of analgesic agents needed to treat pain 
associated with the adverse effects. 

Alternatively, the methods and combination of the 
present invention can also maximize the therapeutic 
effect at higher doses. 

10 When administered as a combination, the therapeutic 

agents can be formulated as separate compositions which 
are given at the same time or different times, or the 
therapeutic agents can be given as a single composition. 
When used as a therapeutic the compounds described 

15 herein are preferably administered with a 

physiologically acceptable carrier, A physiologically 
acceptable carrier is a formulation to which the 
compound can be added to dissolve it or otherwise 
facilitate its administration. Examples of 

20 physiologically acceptable carriers include, but are not 
limited to, water, saline, physiologically buffered 
saline. Additional examples are provided below. 

The term "pharmaceutically acceptable" is used 
adjectivally herein to mean that the modified noun is 

25 appropriate for use in a pharmaceutical product. 

Pharmaceutically acceptable cations include metallic 
ions and organic ions. More preferred metallic ions 
include, but are not limited to appropriate alkali metal 
salts, alkaline earth metal salts and other 

30 physiological acceptable metal ions. Exemplary ions 
include aluminum, calcium, lithium, magnesium, 
potassiim, sodixim and zinc in their usual valences. 
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Preferred organic ions include protonated tertiary 
amines and quaternary ainmonixam cations, including in 
part, trime thy lamina, diethylamine, N,N»- 
dibenzylethylenediamine, chloroprocaine, choline, 
5 diethanolamine, ethylenediamine, meglumine (N- 
methylglucamine) and procaine. Exemplary 
pharmaceutically acceptable acids include without 
limitation hydrochloric acid, hydrobroraic acid, 
phosphoric acid, sulfuric acid, methanesulfonic acid, 

10 acetic acid, formic acid, tartaric acid, maleic acid, 
malic acid, citric acid, isocitric acid, succinic acid, 
lactic acid, gluconic acid, glucuronic acid, pyruvic 
acid oxalacetic acid, fumaric acid, propionic acid, 
aspartic acid, glutamic acid, benzoic acid, and the 

15 like, 

A compound of the present invention can be 
formulated as a phannaceutical composition. Such a 
composition can then be administered orally, 
parenterally, by inhalation spray, rectally, or 

20 topically in dosage unit formulations containing 
conventional nontoxic pharmaceutically acceptable 
carriers, adjuvants, and vehicles as desired. Topical 
administration can also involve the use of transdermal 
administration such as transdermal patches or 

25 iontophoresis devices. The term parenteral as used 
herein includes subcutaneous injections, intravenous, 
intramuscular, intrasternal injection, or infusion 
techniques. Formulation of drugs is discussed in, for 
example, Hoover, John E., Remington ' s Pharmaceutical 

30 Sciences, Mack Publishing Co., Easton, Pennsylvania; 
1975. Another example of includes Liberman, H.A. and 
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Lrachman, L. , Eds . , Pharmaceutical Dosage Forms , Marcel 
Decker, New York, N.Y., 1980. 

Injectable preparations, for example, sterile 
injectable aqueous or oleaginous suspensions can be 
5 formulated according to the known art using suitable 

dispersing or wetting agents and suspending agents. The 
sterile injectable preparation can also be a sterile 
injectable solution or suspension in a nontoxic 
parenterally acceptable diluent or solvent, for example, 

10 as a solution in 1 , 3 -butanediol , Among the acceptable 
vehicles and solvents that can be employed are water, 
Ringer's solution, and isotonic sodium chloride 
solution. In addition, sterile, fixed oils are 
conventionally employed as a solvent or suspending 

15 medium. For this purpose any bland fixed oil can be 

employed including synthetic mono- or diglycerides . In 
addition, fatty acids such as oleic acid find use in the 
preparation of in jec tables. Dimethyl acetamide, 
surfactants including ionic and non-ionic detergents, 

20 polyethylene glycols can be used. Mixtures of solvents 
and wetting agents such as those discussed above are 
also useful. 

Suppositories for rectal administration of the drug 
can be prepared by mixing the drug with a suitable 

25 nonirritating excipient such as cocoa butter, synthetic 
mono- di- or triglycerides, fatty acids and polyethylene 
glycols that are sold at ordinary temperatures but 
liquid at the rectal temperature and will therefore melt 
in the rectum and release the drug. 

30 Solid dosage forms for oral administration can 

include capsules, tablets, pills, powders, and granules. 
In such solid dosage forms, the compounds of this 



